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Guonidino ethone thiosulphonic ocid cholesterol decreasing agent . 
prepd. by reacting guonidino ethane suiphinic ocid with sulphur in 
presence of base 
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Cuanidinocthancthiosulphonic acid of formula 1 1 ) is new: 



H 



CU Z — N — C 



Nil, 



II] 



CH : - S0 2 SH 



i:SK/ A OVAVTA^.F , 

| f] is useful as cholesterol decreasing agent. 

The compound hns strong cholesterol decreasing activity 
and strong HDL-cholcstcrol increasing activity without 
toxicity (LD S0 = 3000 mg/Kg in the rat)- 

PREPARATI ON' 

Cpd. ( I ] is prepared by rencting hypotaurocyaminc 
( guan idinoct hanesulphin ic 



of base. 

Caustic alkali Mich as Nal.MI . 
Powdered sulphur is pref. u* ,% d. 

Solvent is prcf. an alcohol * 
i-PrOH. 

ACTIVITY 



KOI I is 



VOH. I . i O ! : 



Test results on male rat* .allowed m »\>! nor:".:: !i"u. . 
cholesterol food, and cliolcsinol food with |1| (1'UU n»r' K v:- 
day) for 2 weeks |toi:il| cholesterol in scrum. I ItJl. -choles- 
terol in scrum. HDL-cholcstcrol <mg/dl)| an* : in'.i . - . -4?*.-: 
521.2. 20.5: 283.9, 28.1. 
EXAMPLE 

nypotattrocyamitic' ( H. I« mol ) was -|i<*a»tved 



0. JN 
added . 



NaOII. EtOII ( 1800 ml) mid sulphur tfi.'M;) wort: 
The mixture was stirred tinder n-llux unlil lh^ sulphur 
completely disappeared and wa«s allowed to stand over- 
night. Crude crystals were filtered ami washed with CS 2 
(twice) and EtOII. The crystals were dissolved in hoi- 
water and rccrystallizod l»y adding Ktoi! (27tJO».>l) and 
cooline. Filtration and washinc with ether at lorded 2G.-I c 
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Highly stereoselective synthesis of beto-loctom deriv. - by treoting 

lithium enolote of organic ester with organic imine cpd. in polar 
solvent 
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B-LoctLm dcrivs. arc synthesized highly selectively by treat- 
ing lithium cnolatc cf organic ester with organic imine cpd. 
in polar solvent. 

The organic imine cpd. may be nn imine coordinated 
with trinlkylaluminum. When the cpd. is used as imine. cis 
prod, may be synthesized with 100% stereoselectivity. 

USE/ADVANTAG E 

Lactams urc formed with high stereoselectivity. Prods, 
ore useful as pharmaceuticals . 

EXAMPLE 

n-BuLi ( 15% hcxane .soln. ) ( 12 m mols. ) was added to o 
soln. of diisopropylaminc ( 12 m mols. ) in n-hcxane (7 ml) 
with ice-cooling under K 2 . and resultant mixt. was stirred, 
n-llcxanc was distilled off under reduced press. . Till* (5 ml) 
was odded to the residue, and the mixt. was cooled to -78°C. 



BO I 7 1 



(CII,)-,C1IC1l,COOC,IU or ClljCM.COOCjIU ( 10 ai mols) was 
added within three minutes to the above mixt., and a soln. of 
C 4 !1 5 CII = NC»II$ < 10 m mols) in T 1IF (5 ad) or n soln. of the 
Imine ( 10 m mols) and AIM, (sec below). ( 10 mmols) in TMF 
(5 m mols) was added. 

The low temp, cooling bath was removed and temp, of 
reaction mixt. was elevated r.!sv:!y to room temp, over ten 
hours. The mixt. was then hydrolysed with IN 11C1 nq . soln. 
and prod, was extracted with benzene to give 8-lactam. 

Yield of the 8- lactam and results of cis : trans ratio arc 
as follows: 
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(a) R 1 - l-Pr: 
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Yield 


CD 


Cis : 


trans ratio 












None 
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: 100 












AKCII,), 


73 




100 


: 0 












A1(C,II,), 


75 




100 


: 0 












Ali-Bu, 


40 




100 


0 










(b) R = Cli,: 
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Yield 


( \) 


Cis : 


trans ratio 












None 
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100 


: 0 












AKCjHi), 


83 




100 


0 












Ali-Bu, 


52 




100 


: 0 
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